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Page 146.

AETHAPERAZINUM.

Aethaperazinum - new neuropleyic substance, in some relations
{as anti-emetic, ataractic, and somwniferous) stronger than aminazine,

and is at the same time lass toxaic, than the latter,

Readings to the usesapplication of a preparation the same as for

aminazine.

Aethaperazinum exerts the erfecty/action also on those patients

who are not sensitive tc the effect/action of aminazine.

PHARMAGOLOGICAL STUDY.

Aethaperazinum - dihydrochloride of
2-chloro- {y[4-(B-hydroxyetnyl)-paiperazinil-1]}-propyl} -phenothiazine -
a neuroplegic substance, synthesized in the section of the organic
synthesis (head - candidate of chemical sciences S. V. Zhuravlev,

junior scientific workers Ye. Z. Yermakov and A. N. Gritzenko! of the
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institute of pharmacology and canemotherapy of AMN of the USSR, On the

chemical structure aet haperazinus corresponds to the foreign

preparations Chlorpiprozine, Decentan, Fentazin, Perphenazin,

Trilafon.

Aethaperazinum is the white or cream with slightly pinkish hue

fine-crystalline powder, readily soluble in water and physiological

. solution. With standing in lignt/world the solutions of

aethaperazinum are decomposed/expanded and appears their pinkish
i staining. The solutions cf aethaperazinum are incompatible with the

solutions of barbiturates and carpbonates; upon sterilization by

boiling they do not lose activity.

The pharmagological study of aethaperazinum, carried out in the
laboratory of particular pharmacology (candidate of medical sciences
Yu. I. Vikhlyayev), showed that tne new neuroplegic substance has the
vide spectrum of activity, similar to the spectrum of the

effect/action of aminazine.
Page 147,
Al1l means of the central efrects/action in aethaperazinum are

considerably stronger than in aminazine. The toxicity of ;

| aethaperazinum does not exceed thne toxicity of the aminazine; some

~4
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means of the peripheral effect/action in aethaperazinum are expressed

to a lesser dagree,

Anti-emetic effect/action.

In experiment/experiences or dogs it was noted, that the

intravenous introducticn of aathaperazinum to the dose of 0.032 mg/kg

for 30 minutes before the intravenous introduction of apomorphine to
the dose of 0.021 mg/kg prevented vomiting im all experimental
animals. The comparison of the anti-emetic activity of aethaperazinum
and aminazine was conducted under identical conditions and it was
based on determination of EDgy from the method of Litchfield and
Wilcockson. In this case 1t was established/installed, that EDgg
aethaperazinum was equal to 0.0080 mg/kg (0.0056-0.0136), aminazine
0.082 mg/kg (0.046~0.148). The gaiven in parentheses numerals indicate

the confidence limits of EDgq with P=0.05.

Thus, aethaperazinum on the anti-emetic effect/action is 9.6
times more active than aminazane, and the relative activity of

preparation, calculated taking into account equimolar relations,

18.98 times exceeds the activity of aminazine.

.Effect on the conditioned-reflex activity of animals.
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In experiment/experisnces on rats employing a motor-defensive
procedure it was established/installed, that aethaperazinums
introduced subcutaneously at the dose of 0.4 mg/kg, suppresses the
pranufactured conditioned retlexes and inhibits the foramation of
temporary/time bonds. Aminaziane caused the analogous effect/action
only during the introduction of the doses, 8 times exceeding the

doses of aethaperazinum.

In experiment/experiences on rats employing defensive procedure
with the utilization of an extremely strong electric irritant
{procedure, proposed by Knoll for evaluating the ataractic
substances) acthaperazinum 4 times exceeded the activity of
aminazine. With recount in egquimolar relations the activity of
aethaperazinum employing this procedure 7-8 times exceeds the same of

aminazine.

Page 148,

S=2dative effect/action.

In all forms of the introduction of aethaperazinum -

intravenous, oral, subcutaneous, intraperitoneal - to different

forms/species of axperimental animals (mouse, rat, rabbits, dogs,

lowest monkeys) was observed the expressed sedative effects/action of
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preparation., Animals became low-mobility and somnolent. Most

effective was intravenous introduction,

The comparative activity of the sedative effect/action of
acthaperazinue and aminazine was studied according to the method of
Komlos, Knoll, Tardos and Sass. About the intensity of motor activity
they judged by amount of ligyuid, displaced by animals (white rats)

from register system, wnich served as time unit.

ae
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Fig. 1. Comparative evaluation of the sedative effects/action of

aethaperazinum (E) and aminaziae (A). Suppression of the spontaneous

motor activity of rats. On the axis of ordinates - percentage of the
suppression of motor activity witn respect to the initial level; on
the axis of abscissas ~ dose in the logarithmic scale; N - obtained

values; N' - corrected values,

Page 149,

In this case it was establisheds/installed, that aethaperazinuam at the

doses of 0.75 mg/kg half decreases the motor activity of animals,

while the aminazine exertea the analogous effect/action only during

the introduction of the dose of 4 mg/kg.
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The calculation of relative activity showed that aethaperazinum
is 4,73 times more active than amipnazine (Pig. 1) . In recount to
2aquimolar relations the relative activity of aethaperazinum is equal

to 9.36.

Central-weakening the effect/action of aethaperazinum is
zxpressed in the fact that 1t, similar to aminazine, causes the
weakening of the musculature of animals due to effect on the toning

functicns of brain.

Combined effect/action with narcotic and somniferous substances.

During the study cf the comparative activity of aethaperazinuam
and aminazine according to the capacity to strengthen and to prolong
the effectsaction of somniterous, narcotic and analgesic substances
in experiment/experiences on mice (involution of hexenal, Nembutal
and hydrochloride) it is estaovlisnwd/installed, that both substances

possess approximately identical activity (table).

Effect on blood circulation and respiration.

In experiment on the animals, that are lccated under narcosis

and decerebrated, is noted the expressed hypotensive and adrenolytic

ef fectzaction of aethaperdzinum, During introduction to the doses of
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0.1-0.5 mg/kqg it decreases the pressor vascular reactions, caused by
the overcompression of carotiud arteries, by the stimulation of
sensitive nerve trunks and oy the introducticn of adrenalin; to large
doses - 3-5 mg/kg - a preparaticn completely removes the vascular
r2actions, caused by the introduction of adrenalin and by the
overcompression of carotia arteries. In this case sometimes is
observed the distortion c¢f reaction to adrenalin. Aethaperazinum,
just as aminazine, is decreasea and completzely is removed the
contracture of the third epoch of cat, caused by the introduction of
adrenalin and by the stimulation or the tpostganglionic cut of neck
sympathetic nerve, In cceparison with aminazine the hypotensive and
adrenolytic effect/acticn of aethaperazinum is expressed to a lesser
degree., The intravenous introduction of aethaperazinum does not cause

noticeable chanygyes in the respiration of animals.

rPage 150,

In experiment/zxperiences ou the 1sclated/insulated organs/controls
and on the animals, that are located under narccsis and decerebrated,
aethaperazinum exerts the weak cholinolytic, antihistaminic and

spasmolitic effectsacticn.

A=thaperazinum in concentrdation 2¢10%v¢ decreases, and in

concantration 5¢10°S it completely prevents the contracture of
intestine, caused by acetylcholine (6¢1077). In concentration 21077

the preparation decreases, waile 1a concentration 21076 prevents the

spasm of the intestine oif gyuinea pig, caused by histamine (8¢1077).
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Page 151,

The study of the comparative activity of aethaperazinum and
aminazine the cholinolytic, antihistaminic and spasmolitic
affect/action showed that poth preparations barely differ fror each

other in the appropriate acans of activity.

Acute/sharp and chronic toxicity.

The determination ot tne acuty/sharp toxicity of aethaperazinum
was carried out in experiment/experiences on mice and rats with the
subcutaneous 1injection ot preparation. The death of animals was
letermined for a p2riod of 24 nours after the introduction of
dethaperazinum; in this case death 500/0 mice hegan from the

injection of preparation to the dose of 960 mg/kg.

Thus, LDgg of aethaperdazinum for mice is equal to 960 mg/kg
(865-1070) ; LDg, fOor rats - 405 ag/kg (367-453). During the
comparison of the toxicaity of aethaperazinum and aminazine it is

2stablished/installed, that the first is less toxic (Fig. 2).

Chronic toxicity was determined on rats during oral,
intraperitoneal and subcutaneous introduction. The daily introduction

of aethaperazinum to doses 10 and 15 mg/kg for elongation/extent of
25 days did not cause in animal toxic phenosena.
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Fig. 2. Comparative evaluation of the toxic (lethal) effect/action of

a2t haperazinum (E) and aminazine (A4) in experiment/experiences on
mice. On the axis of ordinates =~ percentage of effect on a split
scale; on the axis of abscissas - dose in the logarithmic scale;
numeral in parentheses and norizontal lines designate the confidence

limits of EDgqo with P=0.05.

Key: (1). mg/kqg.

Page 152.

During the macro- and microscopic examination of the tissues of the
oppressed rats of the signs of the overall toxic effect/action of
a2thaperazinum it is not discovered. The injection of preparation to

doses 5 and 10 mg/kqg during 15 days did not daily exert a substantial

in€luence on the picture of tns peripheral blood of rats.
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Conclusions/derivations,

As a result of the experimental study of new neuroplegic
substance ~ aethaperazinum - i1t is established/installed, that on the
anti-emetic, ataractic and sedative effect/action this preparation is
considerably more active tnan asinazine. The at the same time toxic

properties of aethaperazinum are cxpressed to a lesser degree.

CLINICAL STUDY.

Results of study in an institute or the psychiatry of the Ministry of

Public Health of the RSFSR.

The study of the clinical efteciysaction of aethaperazinum in
clinics of the institute ot psychniatry (director - Prof. D. D.
Fedotov, head by clinic or late psychoses S. Yu. Zhislin, head by the
separation/section of psychopaarmocology - the candidate of medical
sciences G. Ya. Avrutskiy, junior scientific worker 0. N. Kuznetsov)
*he Ministry of Public Health of the RSFSR conductaed during the
treatment of 142 patients with the schizophrenia: 105 women and 37
men. On diagnosis the patients were distributed as follows: periodic

schizophrenia was in 30, paranoid rorm - in 47, nuclear - in 43,

| ]
:«~~ , s-n------ij
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schizophrenia with the lines or various forms - in 22 patients. The
duration of dissase was diftereant - from several months to 25 and

more than years.

High value both for determining the onset of secondary phenoaena
and for the evaluation of tne result of aethaperazinum therapy has
the procedure of treatment used. Usually aethaperazinum appointed on
12-36 mg in a 24 hour period witn a gradual (every 2-5 days) increase
in the doses of preparation berore the appearance of a theraputic
effect or signs of the secondary effect/action. Maximum daily doses

depending on the effectiveness of treatment used 1-3 weeks and more.
Page 153.

Then was conducted analogous lowering in the doses to minimum, with
which did not begin the deterioration or to 12-48 mg in a 24 hour
period (depending on the Juality ot remission, form and duration of
disease). This daily dose tnen became supporting. The initial daily
dose of preparation for patients, tor the first time treated by
nzuroleptic substance, was 12-36 umy, for chronic patients, which well
withstood previously treatasent vy aminazine - 24-48 ag, for resistant
to treatment patients - 48-72 my. The maximum dose of aethaperazinunm
for first-admission patients rarely exceeded 80-100 mg in a 24 hour

p=riod; in chronic patients it redached 200 mg, and in resistant ones

S ————
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to preparation - 300 mg. The dose above 250-300 mg in a 24 hour

pariod, as a rule, did not cause rurther improvement in the state of

patients.

The duration of treatment in hospital was from 3 weeks to 6

months even more, but taking into account the supporting therapy it
reached 2 years. The siyns ot theraputic improvement in the patients
whose treatment proved tc be eftective, were cbserved usually in the
first 1 1/2-2 months of the use/application of aethaperazinum at
sufficiently large doses. Daily dose with the supporting therapy
oscillated from 12 to 60 my. Exception were patients, resistant to

the treatment; in some from tnem this dose reached sometimes 150 mg.

Good results are noted during treatment by aethaperazinum of the
patients with periodic scaizophrenia, satisfactory - with paranoid
(hallucinatory-paranoid stayge or variant) and the smallest effect -
with nuclear forms. The analysis or clinical observations shows that
the treatment with aethaperazinum causes analogous with other
substances (aminazine, insulin) weather-forecast signs which do not
reflect the specificity cf that or other therapy, but they are the
expression of the malignancy of schizophrenic process. In connection
vith this the conmparison was conducted with the most disseminated and
most studied neuroleptic substansce - aminazine, All patients were

subdivided into four groups.
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The first group they composed 32 patients, previously treated in
hospitals (from 2 to 20 times). In the given clinic these patients
they treated only with aethaperazinum. This were the patients with
periodic or paranoid schizopnrenia, in whom were observed the
aggravations against the backgrouana of supporting aminazotherapy

2ither during change or her stogping.

Page 154.

In the majority of patients the course of treatment with
acthaperazinum was more saortly than during the prz2ceding treatment
in hospitals, and only in some patients approximately of the same as
with therapy aminazine, in rare cases by insulin or in their
combination. An improvemeat in the state sick more frequent was the
same as during the precediny treatment, and in 5 patients with the

paranoid form of schizcpnrenia it proved to be more significant.

In the second jroup tnere were 40 patiants whose treatment by
aminazine was barely eftective «¢r entirely futile. Use/application of
azthaperazinum in 3 patienats did not yield positive results. In 15 of

Al

patients with nnclear schizopnrsnia in comparison with the preceding

aminazinotherapy was noted the insignificant improvement, which
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nevertheless made it possiole tc discharge frcm hospital 8 people.
More significant improvement (disappearance of psychotic
symptomatology, incomplete criticism, unexpressed lines of
schizophrenic defect) it was possible to attain in 16 patients with
the unfavorably flowing feriodic or paranoid schizophrenia, and also
in 2 patients with the nuclear form of disease. Completely they left

psychotic state 4 of patiecnts witn periodic schizophrenia.

The third group included 50 patients with the duration of
disease from 5 to 25 years and the developing in recent years
resistance to different foras/species of treatment (repeated
aminazinotherapy, resergine, ainsulin, in a number of cases
alectrostimulation therapy). Lii the majority of patients was the
nuclear form of schizophrenia or the late stage of the paranoid form
of this disease. In 19 patisnts during treatment with aethaperazinua
it is not revealed of the special advantages cf preparation in
comparison with aminazine. At the same time in other 19 this sick
group as a result of aethaperazinotherapy began certain improvement,
which was being expressed in the decrease of psychotic phenoamena,
certain ordering of persocnai pehavior and ismprovement in the relation
to its native ones. In remaininygy 12 people after the end of treatment
with aethaperazinum was observed tne expressed improvement: psychotic
phenomena considerably decreased, and the behavior of patients so

changed to the best side which became possible tc discharge thea fronm

I ———
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clinic where th3y were located aany months, but some even are more

than year.

Page 155,

The fourth group consisted of 20 patients, by which

aethaperazinothearapy used as tne tirst form/sgecies the treatments in
- psychiatric clinic. In 10 patients with the periodic form of
R schizophrenia is noted full/totai/complete output/yield from
i psychotic state, in 8 patients, wno suffered the paranoiac and
paranoid syndrome of paranoid form, disappeared hallucinatory
phenomena, it began deactuaiization of delirum and patients were
iischarged from hospital. Two patients with intra-hospital
improvement wer= converted intv ansulinization. Approximately the
same results were observed also with aminazin therapy in patients

with the analogous forms ot disease.

Maintenance aethaperazinum therapy more than 2 months after

extraction was used in 64 patients; under dispensary conditions

stopping the relapse of periodic schizophrenia or aggravation of

other foras of schizophrenia was carried out in 10 patients.

Aethaperazinum as preparation for the supporting and arresting
*herapy is not inferior on effectiveness to the aminazine; at the

same time treatment by them 1s subjectively more easily transferred H
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by patients.

Aethaperazinum, as aminazine, being neuroleptic substance with
wide effective range, proved to be useful and it was not inferior on
effectiveness to aminazine during the treatment of the most different
forms of the schizophrenia: oneiroid, depressive-paranoid,
paraphrenic, catatonic-paranoid, and other syndromes and their
combinations with verbai hallucinosis. Certain patient in different
stages began the treatments witn aethaperazinum with other
preparations - antidepressants, auwytal with caffeine, insulin,
aminazine. Aethaperazinum was wore effective than aminazine in the
patients, in clinical picture ot wnom were differently expressed

phenomena of motor inhibizion (trom retardation to sub-stupor).
Page 156.

The special features/peculiarities of therapy by aethaperazinum
in comparison with aminazine they are: the smaller somniferous
effect/action, the rare and weakly expressed retardation and apathy,
characteristic for aminazinotherapy, the presence in series/number of
the cases of the noticeably stimulating (releasing the brakes)
effectsaction (in patients was usually observed the less expressed

retardation, than during treatment by aminazine), the action on some

sides of schizophrenic defect (partial reduction of emotional
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naturalness, activity of pehavior, an improvement in the relation to

native ones, personnel, etc.).

one of the special features/peculiarities of aethaperazinum
consists in its good endurance. In contrast tc aminazine during
treatment with aethaperazinum 1n patients it was not observed the
allergic reactions of skxin, arterial pressure usually descended, but
collaptoid state was in ail 1n 3 patients, morecver two of thenm
suffered cardiovascular deficiency. The tachycardia, observed
frequently after the reception/procedure of preparation, was little
expressed and it was not usually accompanied by th2 subjectively poor
health; complications from the side of the blood, the liver it was
not observed (in patients was controlled bilirubin of the blood) ;
leucopenia, which appeared in one patient in whem it periodically was
observed and it is earlier after tae resection of uterus and X-ray
therapy, it disappeared berore stopping of aethaperazinum therapy. In
2 patients during treatsmeauat by prejaraticn apreared the pains in
gastrocnemius muscles, while i1n 3 sharp2ned chronic exchange

arthritis (two of them treatment oy aethaperazinum they interrupted).

About good endurance of preparation tells also the fact that for
treatment by aethaperazinum were converted several patients, who

badly/poorly transferred otner neuroleptic substances; 4 patients in

view of cnset in them duringy treatment by aminazine and

e
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trifluoperazine of the coavulsive phenomena; 2 - as a result of an
increase of the bilirubin in tne blood with aminazinotherapy; 1 - in
connaction with edema oi face after the use/application of aminazine,
and then dichlorpromazine; 3 - due to the development of aminazine
dermatitis; 1 - as a result of the aggravation of bronchial asthma.
In these all patients tne treatment with aethaperazinum complications

did not cause,

Most frequent secondary paenomena were the extrapyramidal
disturbances/breakdowns: acatnisia - for 48 patients, tremor - in 18,
constraint - in 18, All these phenomena, as a rule, easily were
arrested by the reception/proceuure of antiparkinsonian preparations
(best anything artane) and rarely required lovwering the doses. In 7
patients with organic deticiency rarely were cbserved the spasms of
look, while in 2 ~ beginniny of treatment with aethaperazinum
obtained correctives, extrapyramidal disturbances/breakdowns did not
arise. Several patients sometimes complained about deterioration in

the view (disturbance/kreakdown cf convergence).
Page 157.
To the majority of patients appointed the bitartrate of

aethaperazinum and only 1/¢ - dinydrochloride. Some patients during

the specific period they treated oy the foreign praparation Trilafon.

itttk
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The given factual data tell avout the great variety of clinical
observations. It is necessary to note that the collaptoid states in
patients were observed oniy duriny trea*ment of them with Trilafon or
by dihydrochloride of aetnaperazinum; use/application latter/last
more frequently caused in patients weakness, somnolency, apathy,

vertigo, dryness in mouth, etc.

Results ¢f study at the Institute of psychiatry of the Academy of

Medical Sciences of the USSR,

In the institute or psycniatry of AMN of the USSR (director -
Prof. A. V. Snz2zhnevskiy, senior scientific workers A. B. Smulevich
and V., Ye. Galenko, junior scientitic worker V. Kuznetsov) the
clinical study of aethaperazinum conducted in essence during the
treatment of the patients wita scnizophrenia with paranoid,
hallucinatory-paranoid, depressive-parancid ard catatcnic states.
Additional testing preparation was carried out in several patients
with the diagnosis of involutional depression, manic-depressive

psychosis, traumatic psycnosis and Huntington's chorea.

0f 60 paticents witn schizopnrenia there were 10 men and 50

women. Primarily they entered into the hospital of the institute of

=t
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23 patients, and is repeatea - 37 patients, it is earlier long (not
less than the year) +treated by aminazine and other methods of
therapy, but it is unsuccessful. Aethaperazinum appointed inside
usually on 3 or 6 mg of 2-3 times in day. Subsequently of every 2-7
days the daily doss of preparation they increased to 9-12 mg and
finished tec 30-40 mg during the day; they continued to increase the

dose through 2-3 weeks.

buring the treatment oL rirst-admission patients the dcse of
aethaperazinum was usually rrom <4 to 72 mg in a 24 hour period, for
patients with the tighteniny forms of disease even than earlier
treated by other substances -~ rrom 72 to 100 mg in a 24 hour period;

maximum dose reach=d in sowe patients to 324 mg.

Especially good tolerance in the relation to aethaperazinum was

noted in patients, than earlier treated by aminazine.
Page 158.

Treatment with aetnaperazinum in the group of first-admission

patients was continued 1-3 sontas, patients with the tightening forms

of disease - fror 3 to 6 muvntns. However, the majority of patients
after the end of the ccurse of treatment obtained the supporting

therapy with aethaperazinum at dose from 24 tc 48 mg in a 24 hour
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period. By patient with uninterrupted course diseases the supporting

therapy conducted from 3 to 4 wonths, but after its stopping again

appeared morbid symptoms.

Many patients were treated with aethaperazinua in coabination
with other medicinal/medicamentous substances: somniferous ones of
barbituric series/number, antidepressants (tophranyl, niamide),
aminazine, insulin, Bekhterev's aixture, antiparkinsonian
preparations, pouring in or gylucose with vitamins, injections of

strychnine. This complex tieatment did not create complicationms.

Analysis of clinical data showed that the effact/action of
aethaperazinum barely dirfecs from the effect/action of aminazine.
During treatment by aetnaperazinum is noted favorable effect on the
state of a hallucina*cry-delirious exci*ation, the softening of
delirious intensity/stre tn 4and anxieties, weakening of the
intensity of hallucinatc., manitestations, but in the cases of
significant improvement tne coumplete disappearance of
hallucinatory-delirious symptows. The especially good effect/action
cf preparation was observed in tae patients with schizophrenia with
the prolonged periodic ccurse of tne diseases, in which noticeably
weakened hallucinatory, delirious and catatonic symgtoms, which
indicates the advantage ci dethaperazinum in comparison with

aminazine,

S e P T R
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As a result of treatment Dy asthaperazinum in patients was noted

the ordering of behaviotr, stopping failure of food, appeared

criticism in the relaticn to tne previous delirious statements;
patients became neater, independently qfa ,,Serviced/maintained
themselves; in some the state so was improved that they vere
discharged for conducting tne supporting therapy. In patients with
the agitated depression (involutional psychosis, schizophrenia) began
rapid damping, was improved sieep and appetite. The reverse
development of the symptoms of depiression occurred considerably
slower, in connection with whicn by certain patient they appointed

addit ionally tophranyl.

Page 159.

Positive results were opserved also with the therapy of patients with
the maniacal states (manic-depiessive psychosis, schizophrenia),
appearing in essence in people of elderly age, sufferingy

atherosklerosis.

In patients with the limply elapsing form of schizophrenia and
the depersonalization syndrome or with the phenomena of asthenic

depression, in spite of lastaing (to 3 months) therapy with
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aethaperazinum by sufficiently hiyn doses (150 mg in a 24 hour
period), and also the usesapplication of other neuroleptic

substances, improvement is not notad.

During treatment witn aetndperazinum in patients appeared the
following secondary phenomena. During the first days of the
reception/procedure of preparation appeared the symptoms of
parkinsonism of different degyree; in comparison with the
effect/action of aminazine in sick more freguently appeared
extrapyramidal hyper kineses, dystonias; the earliest and predominant
symptom were motor restlessnessszanxiety, "restlessness" (actasia);
then was observed the ccnstraint of motions, mimicry, tremor of
extremities, the generai/common/tutal retardation; in certain cases
these phenomena were matcned witn sadness, depressive statements. All

these secondary symptoms were arrested well by the

T S e SR+t T e

reception/procedure of Leparkin, Dinezin, Ritalin. But if the

Pt

preparations indicated aid uot damp extrapyramidal phenomena, then it

was necessary to decrease tne uoses of aethaperazinunm.

As far as system is concerned vegetative, then in many patients
after the first receptions/procedures of aethaperazinum incidentally,
and during prolonged usesapplication at large doses stably descended
the arterial pressure; it appeared the dryness of the mucous

membranes of the cavity of moutn, somnolency, apathy, pallor of face,
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weakness, in some patients - tachycardia, in rare cases - a

collaptoid state.

As mental symptom 1n several patients appeared phenothiazine

depression, insomnia.

The analyses of the onlood, urine and these investigations of the

function of the liver did not showWw substantial changes.

Subsequently preparation they appointed by 36 additional
patient, who mainly sufterea scnizophrenia. Treatment was conducted
through the same scheme, moreover were confirmed the obtained
previously results. In 4 sick trom this group aethaperazinum was
applied in connection wita the intolerance of other neuroleptic
substances which was developea in the onset of hepatitis.

Aethaperazinum did not cause coaplications.
Page 160.

Results of study at the dapartment of midwifery and gynecology of the

I Moscow Order of Lenin medacal institute im. I. M. Sechenov.

Climacteric syndrome is the complication of the age

rearrangement of hypothalamic nerve centers and is characterized by
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the increased excitability and their reactivity, and therefore the
use/application of sedative supstances with this syndrome it is most

substantiated and pathogeneticaily directed.

The typical clinical manifestations of climacteric syndrome
include: the inflows/bossaes of fever to head and the upper surfaces
cf body, which are accospanied by sweating, chill, weakness, first
pain and vertigo, excessive irritability, excitatbtility, tearfulness,
touchiness, disturbances/kreakdown of sleep, view, efficiencies,
lowering in the memory, etc. With climacteric syndrome they secrete
three basic clinical variants: typical, complicated and atypical with

the preponderance of primary diencephalic disturbances/breakdowns.

The clinical tests of aetnaperazinum in the de=partment of

midwifery and gynecology (head - doctor cf the medical sciences Ye.

M. Vikhlyayev, doctor T. 4. Donduxov) of the therapeutic (evening)

Py

faculty of I MOLMI were carried out during the treatment of 70
dispensary patients, at aye from 4U to 60 years, predominantly with
the complicated forms of ciimacteric syndrome. Patients were found

under observation from 5 moaths to 1 year.

Treatment with aetnaperazinuam was conducted through the
manufactured scheme with tae individual selection of doses. They

appointed preparation in tavlets on night, beginning with the dose of
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2-4 mg, not more than 1z ay in a4 <24 hour period. Then dose they

increased to the onset of tneraputic effect, and then ajain lcwered.

The expressed theraputic cifact was noted in patients, who
obtained in a 24 hour geriod rrom 2 to 12 mg cf pra2paration. To
course the treatments by auration rrom 6 to 16 vweeks appointed from

200 to 1300 mg of preparation.
Page 161,

In the majority of patients as a result of treatment with
aethaperazinum sufficiently rapidly was reached the good effect,
which was expressed in the disappearance of the basic psychotic and
vasomotor manifestations: ceased inflows/bosses, sweating, headaches,
vertigo; gradually was ncrwmalized sleep, disapreared a feeling of
fear, depression, tearfulness, touchiness, was restored efficiency,
appeared cheerfulness, etc. The errectiveness of treatment and the
designation/purpose of the course dose of preparation to a
considerable extent depend on tne severity of climacteric syndrome

and associated diseases.

Improvement in state was opserved already toward the end of the
1st week of treatmant, completely symptoas disappeared in 1-2 months.

In some patients during treatment with aethaperazinum were noted the
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secondary phenomena: tachycardia, tremor, constraint,

restlessness/anxiety, insomnia, weakness. They were revealed/detected
with the designation/purpose of tahe optimal doses of preparation and
usually they disappeared atter their decrease. From the side of liver

and bile-secretion ducts complications were not observed.

Results of study in the department of midwifery and gynecology of the 1

II Moscow medical institute im. N. I. Pirogov,

In the obstetrical clinic of II MMI (leader - Prof. A. A.
Lebedev, staff physician N. V. Gordeycheva) aethaperazinum was used
during treatment 48 women with the first or repeated pregnancy,
suffering vomiting in different stages of disease. Patients were at

age from 18 to 42 years, tune period of pregnancy was from 6 to 12

veeks. Patients wer2 divided intoc two groups.

In the first jroup, which consists of 30 pregnant females with
the phenomena of neurosis, that sutfer vomiting, was conducted the
treatment with aethaperazinum. In the second group, where entered 18
become pregnant with toxicosis and dystrophia, in view of the
build-up/growth of chanyes in metaovolism was used the combined
therapy (vitamins C, E, groups 8, antroduction of fluids/liquids and
of salt solutions, oxygenotherapy, physictherapy) with the

simultaneous introduction of dethaperazinunm.
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Preparation appointed orally in tablets on 0,012 g of 2-3 times
in the day through 30 rminutes after reception/procedure foods. The

course of treatment was coatinued 10-14 days.

During treatment with aetanaperazinum in the patients of the
first group vwas observed a wore rapid, than with aminazinotherapy,
improvement in the general state and stopping vomiting, which

contributed to more rapid discunarge from the hospital.
Page 162,

Most distinctly came to liyant the advantages of tae combined
therapy with the usesapplication ot aethaperazinum in the second
group in such phases of vomitiuny 1ua pregnant females as toxicosis and
dystrophia: whereaus improvement pbegan during the first days of
treatment, while the cowmkined tuerapy without aethaperazinum gave

effect only through 1-2 weeks.

In the first group tae vouwiting in patients ceased
approximately/exemplarily tnrouyh 2 weeks, but the secondly - on 7-10

days it is later.
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As a result of aetnaperazinuu therapy the vomiting greatly

rapidly was decreased, and then ceased, which made it possible to

requlate the nourishment of pregnant females, facilitated the
introduction to a duodenal-feedaing fluid/liquid, it contributed in
combination with other medicinal preparations of the standardization
of the function of central nervous system, it helped an improvement
in the disrupted metabclism, 1s exerted the favorable influence on

. psychics/psyche. The decrease of vomiting from the first days of

. treatment by preparaticn improves the mood c¢f pregnant females, moves

the faith/belief in the success ot the conducted treatment, what is

critical moment/torque in the course of disease.

’fter treatment with daetnaperazinum in 47 pregnant females began
the recovery. In one woman with the combined mitral flaw of heart
without the disturbance/breakdown of blnod ciréulation the combined
therapy did not give eftect and gregnancy was interrupted from
medical readings. The relayse of aisease is noted in 4 pregnant
females, but after “*reatsent uander dispensary conditions in then

began recovery.
Results of study at the Central dermatovenerologic institute.

L The clinical tests of dethaperazinum were carried out in the

1 t . section of dermatology and the separation/section of children’s
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dermatology of TsKVI (substitute/deputy of director on scientific

part - Prof. A. A. Studnitsain,

Rozentul),

Pror. N. S. Smelov, Prof. M. A.

In the section of derwatoloyy under observation were found 17

patients, of them 12 men and 5
there were 6 patients, tftrom 3uU

3, from 50 to 670 years - 4, b4

Diffusion neurodermatitis

women, At ag2 from 1Y to 30 years
tc 40 years - 3, from 40 to 50 years -

yeals = 1 patient.

Wds observed in 4 patients, chronic

aczema ir the stag= of aggyravavivus - in 6, sektorrh=al eczema - in 4,

mushrocm-shaped mycos=2 - 1in Z,

the innate/s/inherent Broca's

ichthyosiform arythrcderma - in 1 patisnts.

Page 163.

The duration of disedase coapiised prior to 1 years in 4
patients, from 1 year to 2 years - in 2, from 2 to S5 years - in 4,
from 5 to 10 y=ars - in £, ana 1n 5 sick diseas2 it was continued
from 17 to 24 years. Diftusiou rasnes on skin are noted in 15

patients, the smaller spread ot rashes (in 4-5 sections) - in two,

The sharply pronounceua buzzing/itch was observed in 2 patients,

sxprassed - in 10, moderate - 1a 5. The disturtancz/breakdown of
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sleep is noted in 14 patiznts: poor sle=2p - in 9, agitated - in 5. Irn

spite of the diss2minated rasanes, in 3 sick sleep was good.

Aethaperazinum by patient appointed at the following individual
doses: orn 1 tablet during day was ovbtained by 1 patient, on 1-2
tablets - 10, from 1 tc 3 tawlcts - 3, from 1 to 4 tablets - 3
patients. Treatment by preparacion last=2d from 4 to 9 days in 5
patients, morsover in four aetnaperazirum abolishel in connection
with the onset of secondaty phenvaena, aggravation diseases or
unsatisfactory result cr tae treatment; from 15 to 25 days it was
treated hy 9, also, from 24 to 40U gays - 3 patients. Clinical
recovery not in one of the patients it is noted; significant
improvement bagan in 5, improvemweatr - in 2, aggravation - in 2, did
not have effect 3, treatmeut 15 euued in S (2 of these patients also

did not have effect).

By all patient in ccnnection with the significant spread of
rashes and ths sharply pronounced inflammatory phenomena,
infiltration in stricken aizas they prescribed the external, most
frequently damping skin symptomatic treatment (Unna's cream, 20/0
salicylic ointment, sultclianoiin, <00/0 zinc butter, washes, etc.).

By certain patient were usea also therapeutic pastes.

puring th> evaluation of tne effect of aethaperazinum on the
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character/nature of sleep and tne 1intensity of buzzing/itch is
established/installed a signiiicant improvement in the sleep in 3
patients, improvement - in 4; sleep did not change in 10 (in 2
patients was observed somnolency oy day) . The disappearance of
buzzing/itch was not=d in 2 patients (in the odnogoth on the 8th day,
in another on the 14th day ot treatment), the significant decrease of
buzzing/itch - in 7, the decrease of buzzingyy/itch - in 3; in 2
vatients after short-time 1aprovement the buzzing/itch was renewed
with previous force. An iacIease ia the buzzing/itch was observed in
1 patients, his intensity did not change in 5 people. This served as

basis for stopping of further tnerapy with aethaperazinum.
Page 164,

In 3 patients, who obtained 1in a 24 hour period from 0.036 to
0.048 g of aethaperazinum, are noted the secondary phenomena:
permanent headaches, the iutensity/strength of gastrocnemius muscles,

the perception of severity in nead, the tremcr of hands.

Positive clinical results during treatment with aethaperazinum
of basic disease, and also ab iamprovement in the sleep were
established/installad iu 7 ot tne 17 patients, and only in 9 of the

17 was lowered the intensity of buzzing/itch.
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In the seraration/seccion of childrent's dermatology
aethaperazinum was prescrived for 43 children, suffering that being
oruritic of the dermatosomes when conventional antipruritic means
(Dimedrol [Diph=nhydramine}, diazosine, pipolphen, etc.) did not give
effect. At age from 1 year to 5 years there were 14 children, from 5

to 12 years - 12 and frcm 12 to Jo years - 17,

To children €rom 1 ycar to 5 years preparatioun they appointed at
the doses of 3-6 mj, and from 5 to 12 years - on 6-12 mg to the
reception/proc=dur= of ¢ tises in uay. To children oldsr than 12

years in the absencr of effect d¢se raised to 12 mg.

The effectiveness ot prepdiation was expressed in the
significant decrease of pbuzzing/itch, an improvement in the sleep,
the reverse devzlopment oi skin grocess. Children's majority
transferred preparation completely satisfactorily, without secondary
phenomena. In 5 children were opserved the headach2s, vertigo,
overall weakness, while in 3 caiiuren, furthermore, the spasms of

miscles and in one child - epileptiform phencmena.
Conclusions/derivations.

Aethaperazinum is strong ncuroleptic substance with wide

ef fective range. It possesses sigaificant theraputic activity and at
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the same time is of low toxicity.

In its effect/action the preparation is very close to aminazine.
Under the effect of aetnaperazinum in patients with the various forsms
of schizophrenia was ncted tne softening, and in some the

disappearance of a hallucinatory-delirious symptomatology.

In patients with tane periodic or paroxyszal course of
schizophrenia and from difierent by degree resistance to aminazine
the translation/conversica 1nto treatment with aethaperazinum causes
an improvement in the state, wnicn facilitates care of them or is

shortened the period of tne stay an hospital.

Aethaperazinum is trzansferrea well by patients and is not

inferior on effectiveness to awinazine.
Page 165,

This makes it possible tc use <xtunsively aethaperazinum under the
dispensary conditions, and to also prescribe it for those patients,
which badly/poorly transter aminazinotherapy. However, in coaparison
with aminazine aethaperazinum more fregquently are caused in patients
the secondary ph=2homena in tae forw of extrapyramidal hyperkinesis,

which rapidly disappear witn prescription of correctives. The
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advantage of aethaperazinum iu coamparison with otha2r preparations of
phenothyazine series/nuaber consists in the fact that the sedative
and anti-psychotic effect is reacned more rapidly, also, with the aid
of considerably smaller doses (rrom 48 *o 72 mg), than during

treatment by aminazine.

The high effectiveness ot actanaperazinum is noted during the
treatment of patieats witn the diverse variants of climacteric
syndrome, including in ccapination with hypertonic
disease/sickness/illnesz/ualady, aud also with the therapy of tae
vomiting of prejnant feumales. Witn the heavily elapvsing forms of
disease the us2/application of a preparation in combination with
other medicinal agents leads to0 a rapid improvement in the state and
stopping of vomiting. Tne correctly carried out treatment prevents

the onse* of r=lapse.

With a strict observance vz agye dosages aethaperazinum is a good
antipruritic substancs in the patients with pruvitic dermatosis when
other sedative 2nd gangiion-biockxiug preparations do not give
sufficient result, Aethaperazinum 1s recommanded to combine with
di fferent antihistaminic preparations (Diazoline, Dimedrol,

pipolphen, etc.)

INSTRUCTION ON THE USE CF AETHAPERAZINUM

=y
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Is affirmed by the pharmajoliogyicai committee of Ministry of Public
Health of the USSR on %6 Novemper, 1963,

Aethaperazinum is ainydrocaloride of

2-chloro- {y-[ 4- (B-hydroxyetayl)~piperazinyl-1]-propyl}-phenothiazine:

N\ \{\
\\N/\/L“_- T

W _/N—-a-l,ctl.orlmoooaioumonoom -

and on chemical structure it corresponds to the foreign preparations:

chloropiperazine, perpherazine, Trilafon.
Page 166.

This is the white fire-crystaliine powder, Water-soluble and
physiological solution, wWits stawa.ng in the light/world
acthaperazinum and i+s sciutions are decompcsed/expanded. The
solutions of aethap=razinum witnstand/maintain sterilization by

hoiling.

Aethaperazinum - neuruplegic and anti-emetic substance, which
possesses the wide spectruam of pnarmagological activity, similar

mainly to the spectrum cf tne etrect/action of aminazine. On the
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series/number of the forms/species of the central effect
(anti-emetic, tranquilizany and sedative) aethaperazinum is more
active than aminazine. The adrenolytic effectsaction of preparation
is expressed to a lesser degyree tanan in the aminazine; in comgarison

with the latter the preparatioun is less toxic.

Indications of use.

Aethaperazinum is recommended for use/application in therapeutic
practice during the same readinys, as the aminazine: 1) in
psychiatric practice fcr the treatuwent of the states of maniacal
excitation with circular psycnosis, schizophrenia and other mental
diseases; a depressive-dgitated state in patients with presenile
gsychosis; acute/sharp catatonic excitation, hallucinatory-delirious
and stuporous states; hypochondriac syndrome with the obtrusive
ideas; firm insomnia in the patients with the neuropsychic diseases
and so forth; 2) in obstetricai practice dnring the treatment of
pregnant females with tne i1ndomitanle vomiting; 3) in dermatological
- as sedative substarce tor removing/taking the skin buzzing/itch; 4)

in therapy and surgery - as sedative and anti-emetic substance.

Method of use/application and dose.

In the psychiatric practice aethaperazinum is prescribed in
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tablets cn 4 and 8 mg after food. The first time the dose of
aethaperazinum must not exceed 1< mg during day. Subsequently the
dose of preparation is estaolished/installed individually depending
on the state of the patient; tae daily doses of preparation can be
increased to 60 mg in a 24 nour period. By the chronic and resistant
to aminazine patient aethaperazinum it is possitle to appoint at
large doses - to 150 mg in a 24 hour period. Maximum one-time dose

must not exceed 100 mg, diucrnal - 200 mg.
Page 167.

During the use/application of aethaperazinum in combination with
somniferous substances 1t 1s necessary to consider its capacity to
deepen and to lengthen the eftect/action of scmniferous substances;
therefore patients must be found uuder the observation of medical
personnel, Initially after the reception/procedure of preparation
patients must lie/rest not liess tanan 1 1/2-2 hours in connection with
the possibility of the onset or orthostatic ccllapse. The duration of
treatment with aetharperazinum 1s frem 10 to 60 days and depends on

the mental and somatic state orf patients,

In the obstetrical, tneraputic and surgical practice
aethaperazinum as anti-emetic substance is prescribed in tablets on

4-8 mg of 3-4 times in day.
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Possible complications and figat with them.

The use/applicaticn of large uoses of aethaperazinum can be
accompanied by the develcpument ot orthostatic collapse and
extrapyramidal disorders. Tne apolition of preparation or lowering
the dose leads to the disappeaiance of these rhenomena.
Extrapyramidal disturbances/breakdowns it is possible to arrest by

the introduction of chclainolytic substances (Cyclodol) and Diprazin.

Contraindications.

The use/application of aethaperazinum is contraindicated during
the damage of the functioa of tae liver (cirrhosis, Botkin's
disease), of kidneys and nemopoietic organs/ccntrols, poisoning by

narcotics, analgetics cr somnitrerous substances, with endocarditides.

Form of issue.

Aethaperazinum is jproduced in the tablets with coating, which

contain on 0,008 g (4 my) and 0.01 g (10 mg) of substance,

Storage conditions,

e _._s-‘
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Store asthaperazinum witn precaution, in the hermetically sealed

bottles of dark jJlass, in dry fresu place. The period of aptitude is
shown on 1label.

Approximate sample/specimeu Orf rormula.
Rp. Aethaperazini 0.dud.
D. t. d. N. 30 in tabul,

on 1 tablet 3-4 times a aay.
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